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REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

AB The invention provides cell cultures and culture conditions that 

facilitate the establishment of an intestinal epithelial cell culture that 
has characteristics of the intestinal epithelium, such as: transepithelial 
elec. resistance, enzyme expression (expression of alkaline phosphatase, 
dipeptidyl peptidase IV, aminopeptidase, and aminopeptidase A) and 
microvilli morphol. Cell cultures of the invention may use fatty acids 
such as sodium butyrate and kinase modulators such as 
2-{l- [3- (amidinothio) propyl] -lH-indol-3 -yl } -3 - (l-meethylindol-3yl) - 
maleimide methanesulf onate (Ro 31-8220) . In an example the 
differentiation of human SCBN cells under conditions of the invention was 
studied and gene expression profile and efflux transporter activity were 
determined Although the invention may be used to conduct permeability 
screening in a manner similar to how Caco-2 the industry standard is 
used, it has a unique and novel application in identifying absorbable 
active ingredients in natural health products (or natural products or 
nutraceuticals or botanicals or herbals or dietary supplements) or any 
products that contain mixts . of ingredients of interest (as marker 
substances or active ingredients) or botanicals. Exemplary determination of 

the 

ingredient profile of Gingko biloba is reported. 
ST intestinal epithelium cell culture differentiation screening 

SCBN human; natural health product absorption intestinal epithelial cell 
culture 
IT Transport proteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(bile salt export pump, expression profile; establishment of 
intestinal epithelial cell culture and application in identifying 
absorbable active ingredients in natural health products) 
IT Animal cell line 
Biomarkers 
Buffers 

Cell differentiation 
Cell morphology 
Culture media 
Drug screening 
Genetic engineering 
Ginkgo biloba 
Human 

Microvillus 

Signal transduction, biological 

(establishment of intestinal epithelial cell culture and application in 
identifying .absorbable active ingredients in natural health products) 
IT CD36 (antigen) 

CPTR (cystic fibrosis transmembrane conductance regulator) 
RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(expression profile; establishment of intestinal epithelial cell ^ 
culture and application in identifying absorbable active ingredients in 
natural health products) 
IT 107-92-6D, Butanoic acid, salts 156-54-7, Sodium butyrate 



RL: BUU (Biological use, unclassified); BIOL {Biological study); USES 
(Uses) 

(differentiating compound; establishment of intestinal epithelial cell 
culture and application in identifying absorbable active ingredients in 
natural health products) 
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PATENT ASSIGNEE (S) : Johns Hopkins University, USA 

SOURCE: PCT Int. Appl . , 102 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE : Engl i sh 

FAMILY ACC. NUM. COUNT: 1 
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PATENT NO. KIND DATE APPLICATION NO. DATE 
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PRIORITY APPLN. INFO.: US 2003-524380P P 20031121 

IT Genetic element 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(ER localization signal; protein sequences of biomol . 
partition motifs and uses thereof) 
IT Alzheimer's disease 
Cystic fibrosis 



Diabetes mellitus 
Drug screening 
Drugs 

Electroporation 

Endoplasmic reticulum 

Epitopes 

Gene therapy 

Genetic vectors 

Glycosylation 

Human 

Molecular cloning 

Nucleic acid library 

Plasmid vectors 

Post-translational processing 

Protein motifs 

Protein sequences 

Therapy 

Transformation, genetic 
Vaccines 

(protein sequences of biomol . partition motifs and uses thereof) 
IT Antibodies and Immunoglobulins 
Antigens 

CFTR (cystic fibrosis transmembrane conductance regulator) 
Chimeric gene 
Cytokine receptors 
DNA 

G protein-coupled receptors 
Insulin receptors 
Interleukin 1 
Interleukin 10 
Interleukin 11 
Interleukin 12 
Interleukin 13 
Interleukin 14 
Interleukin 15 
Interleukin 16 
Interleukin 17 
Interleukin 18 
Interleukin 19 
Interleukin 2 
Interleukin 20 
Interleukin 21 
Interleukin 22 
Interleukin 23 
Interleukin 24 
Interleukin 3 
Interleukin 5 
Interleukin 6 
Interleukin 7 
Interleukin 8 
Interleukin 9 

Multidrug resistance proteins 
P -glycoproteins 
Potassium channel 
RNA 

Rhodopsins 

Transport proteins 
Tumor necrosis factors 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(protein sequences of biomol. partition motifs and uses thereof) 



L9 ANSWER 2 OF 2 CAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 2003:474689 CAPLUS 



DOCUMENT NUMBER: 13 9:175479 

TITLE: Differential requirements of novel AlPiZ degradation 

deficient (ADD) genes in ER-associated 

protein degradation 
AUTHOR (S) : Palmer, Elizabeth A. ; Kruse, KristinaB.; Fewell, 

Sheara W.; Buchanan, Sean M.; Brodsky, Jeffrey L.; 

McCracken, Ardythe A. 
CORPORATE SOURCE: Biology Department, University of Nevada, Reno, NV, 

89557, USA 

SOURCE: Journal of Cell Science (2003), 116(11), 2361-2373 

CODEN: JNCSAI; ISSN: 0021-9533 
PUBLISHER: Company of Biologists Ltd. 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

REFERENCE COUNT: 108 THERE ARE 108 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 

TI Differential requirements of novel AlPiZ degradation deficient (ADD) genes 
in ER-associated protein degradation 

AB In the eukaryotic cell, a protein quality control process termed 

endoplasmic reticulum-associated degradation (ERAD) rids the ER of 
aberrant proteins and unassembled components of protein complexes that 
fail to reach a transport -competent state. To identify novel genes 
required for ERAD, we devised a rapid immunoassay to screen 
yeast lacking uncharacterized open reading frames that were known targets 
of the unfolded protein response (UPR) , a cellular response that is 
induced when aberrant proteins accumulate in the ER. Six genes 
required for the efficient degradation of the Z variant of the 
al-proteinase inhibitor (AlPiZ) , a known substrate for ERAD, were 
identified, and anal, of other ERAD substrates in the six 

AlPiZ-degradation-def icient (add) mutants suggested diverse requirements for 
the Add proteins in ERAD. Finally, we report on bioinformatic analyses of 
the new Add proteins, which will lead to testable models to elucidate 
their activities. 
IT Gene, microbial 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

.(KAR2, kar2-l and add double mutants; differential requirements of 
AlPiZ (al-trypsin inhibitor-Z) degradation deficient (ADD) genes in 
ER-associated protein degradation) 
IT Genetic element 

RL: BUU (Biological use, unclassified) ; BIOL (Biological study) ; USES 
(Uses) 

(UPRE (unfolded protein response element) , reporter; differential 
requirements of AlPiZ (al-trypsin inhibitor-Z) degradation deficient 
(ADD) genes in ER-associated protein degradation) 
IT Transcriptional regulation 

(activation, UPR (unfolded protein response) , add mutant phenotype; 
differential requirements of AlPiZ (al-trypsin inhibitor-Z) 
degradation deficient (ADD) genes in ER-associated protein degradation) 
IT Gene, microbial 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(add06/YDR4 00w; differential requirements of AlPiZ (al-trypsin 
inhibitor-Z) degradation deficient (ADD) genes in ER-associated 
protein degradation) 
IT Gene, microbial 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(add37/YMR184w; differential requirements of AlPiZ (al-trypsin 
inhibitor-Z) degradation deficient (ADD) genes in ER-associated 
protein degradation) 
IT Gene, microbial 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(add39/YHR043c; differential requirements of AlPiZ (al-trypsin 
inhibitor-Z) degradation deficient (ADD) genes in ER-associated 
protein degradation) 



IT Gene, microbial 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(add66/YKL206c; differential requirements of AlPiZ (al-trypsin 
inhibitor-Z) degradation deficient (ADD) genes in ER-associated 
protein degradation) 
IT- Gene, microbial 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(add67/YLR3 80w; differential requirements of AlPiZ (al-trypsin 
inhibitor-Z) degradation deficient (ADD) genes in ER-associated 
protein degradation) 
IT Gene, microbial 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(add68/yFL049w; differential requirements of AlPiz (al-trypsin 
inhibitor-Z) degradation deficient (ADD) genes in ER-associated 
protein degradation) 
IT CFTR (cystic fibrosis transmembrane conductance regulator) 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(degradation; differential requirements of AlPiZ (al-trypsin 
inhibitor-Z) degradation deficient (ADD) genes in ER-associated 
protein degradation) 
IT Endoplasmic reticulum 
Protein degradation 
Protein folding 
Saccharomyces cerevisiae 

(differential requirements of AlPiZ (al-trypsin inhibitor-Z) 
degradation deficient (ADD) genes in ER-associated protein degradation) 
IT Proteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(genes ADD37, ADD66, and ADD68; differential requirements of AlPiZ 
(al-trypsin inhibitor-Z) degradation deficient (ADD) genes in 
ER-associated protein degradation) 
IT Transport proteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(phosphatidylinositol transfer protein, gene ADD67/CSR1/SFH2 ; 
differential requirements of AlPiZ (al-trypsin inhibitor-Z) 
degradation deficient (ADD) genes in ER-associated protein degradation) 
IT a-Factor (microbial) 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(pro-, degradation; differential requirements of AlPiZ (al-trypsin 
inhibitor-Z) degradation deficient (ADD) genes in ER-associated 
protein degradation) 
IT 9041-92-3, al-Proteinase inhibitor 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(Z variant; differential requirements of AlPiZ (al-trypsin 
inhibitor-Z) degradation deficient (ADD) genes in ER-associated 
protein degradation) 
IT 9025-47-2, Uridine nucleosidase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(gene ADD06; differential requirements of AlPiZ (al-trypsin 
inhibitor-Z) degradation deficient (ADD) genes in ER-associated 
protein degradation) 
IT 65187-56-6, 2 -Deoxyglucose - 6 -phosphate phosphatase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(gene ADD3 9/DOG2; differential requirements of AlPiZ (al-trypsin 
inhibitor-Z) degradation deficient (ADD) genes in ER-associated 
protein degradation) 
IT 22537-48-0, Cd2+, biological studies 

RL: ADV (Adverse effect, including toxicity); BIOL (Biological study) 
(sensitivity, add68 mutant phenotype; differential requirements of 
AlPiZ (al-trypsin inhibitor-Z) degradation deficient (ADD) genes in 
ER-associated protein degradation) 
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an early folding checkpoint and independently of calnexin. 
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